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(57) Abstract 



insulin 



which improve 
are the same or 



Novel N-benzyldioxothiazoIidylbenzamide derivatives represented by general formula (1) 
resistance and have potent hypoglycemic and lipid-lowering effects, wherein R 1 and R 2 are the same or 
difTerent and each represents hydrogen, lower (C M ) alkyl, lower (G. 3 ) alkoxy, lower (C1.3) haloalkyl, lower (C1.3) 
haJoalkoxy, haJogeno, hydroxy, nitro, amino optionally substituted by tower (C1.3) alkyl or a heterocycle. or R 1 and 
may be bonded to each other to thereby form methylenedioxy; R3 represents lower (C1.3) alkoxy, hydroxy or 
halogeno; and ~ represents a double or single bond ' 
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V*S# (Journal of Medicinal Chemistry. B35is. P. 1 8 53 (1 99 2) 
. 1-272 573^&fg) , Z tl &©fb£ttttl>?*nt>^ f-TVU 

Aas-f >j cn i d 

DM) fc:fc^TfcM>xy >&ffit££3fc#U &&&<DM^%it£ 



WO 96/38428 



PCT/JP96/01459 



2 

jfli«fiTai*<»<a*nso . 
fiP^*»Wtt-«!a: (i) 




(I) 



*£&^n7;u*;ug> K*»i.~3ofiaAD7^3*5/i, 

m&L* ?U>V**i/m%, R 3 tijR*»:l~3 0te&7;l/3 4- 
or-aboT> ^IIWiltf7;^ U&JK% (Witft h'J">A* x 
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*'fc* *fgWJc*5^5— jRS (1) ri^lcIo'<S{$: 

*^Bjo-j^S; (l) tcfci^T. ng$7;i/*;ugj £« s y 
;K x*;k 7nb°;k 7>;U^ I«H<(i^Lfcmi 

H«t»L< tt»«Lfe«*«[l'-3©t>©3&<*« r &n*. 
< J4»ttLfc«*ftl-3©t©*<**f&n*o 

r^py>ac?j 7»*if, js*^. iti?, 3-7 

1 ~3©ffi&7;U*;bgTlXii2fiSI$n;fc*f-;l/7 ;7I,i 
**WlcJ;nwr±l2— tt* (1) T*5<k^ftti«T©^ri*»cJ: 

sc. twez 5 0 

—IRS (1) T?*S<b^«!ltt-ttS (7) <D4k&%mz-f&5£ l (11) 
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[5£tK R 1 , R' ttffifJBoat)] 
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fr*)lJ*T$ K^4*T\ m&Ms m?L\i 1 3 - (3' - 

-fto* (lb) 1?*S{fc^«»tts -US (la) 0ft£&£»7c1-3 
C £ tc £ & £! it t S C £ # -et 6 0 




R . R' . R d teHui^®®^] 
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RJKttRtt^ Xli7;u*7 'Jt^T^ KiSSSi LTli&arf 
-ttS: (4) T*Sfb&«HiTE-«5£ (2) <D<b£«jlC5$ (3) 
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R 6 &m&®m*)T'&lr)^ R 4 ttTkJSU BURS 1 ~ 3 ©ffi 
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0 (3) 



So 

-J&S; (5) -e*Mt£4&H\ (4) ©ffc&fefcilTC?-* 

c t \ z J: t) gg it 1 5 C t & T- § S o 



R 4 0 2 C 
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my, a'7 * A/K*»o«iii#ftTic»E~ 4 kg/cm 2 t** 
SsflDf S -z t \z «k t> ft 9 d £ £ S o 
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-8*55.(10) ©ffc£tt£?-*R*£©RJSlitfa*flU Witfx 
*<T*£. WitfttKx *S^tt*|| (x;U*7>^) <D 

-IKS (10) Tfe5<b^%fi-^S; (8) ®ft&«j*-;>7'/-* 

a > (Meerwein Arylation) ^rff 9 C <h lc «£ *3 M&T* § <5 0 
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<^C0 2 R 6 (9) 



! H NMR ^Dh^M^ilX^^ Ml/ 

MS If fix*? h;u 

CDC1 3 M**-fb^oo*;l/A 

DMF N, N-yyf/b*^A7S K 
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DMSO f-JUZJl***/ K 

THF fh7kFo77> 

d g -DMSO S**ftvM f-;i/x;b* + -> K 

Sim 

5- (2, 4 - myfTyj 5>>- 5 --f 'J x>) 

5-*;i^;i/-2-y h^'>g,lii^f;l/ (4 90msk f-T'/U 
*>-2, 4-^*> (358mgk Si7>^-^;. C4 0 lmg) ^ ftR 
(0. 8mlk ^>-t?> (10ml) ©S^i^f ^ - > X * - ? KtK^M 
£tf LT4B^tnEML/Co ffrtbLfc^H^M^U 

11 £ LT 6 34mg (86%) 
1H NMR (dg -DMSO) > 5 :3. 83 ( 3 H , s) , 3. 90 
(3 H, s) , 7. 34 ( 1 H, d, J = 9. 3Hz), 7. 79 ( 1 H, s ) , 

7. 76 - 7. 83 (1 H. m) , 7. 87- 7. 92 ( 1 H, m) , 12. 59 (1 H, 

s) 

HHffil2~3 

mil 
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E t 
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3 0 7 



5- (2, 4 - mvfTVJ 5 -f ;u) ^;u-2- 

5- (2, 4 - WVfTV'J 5 --f U-r» 

2 h + ^lfl^ f-^U (9. 52 g) £DMF (250ml) U 
3. 5kg/ciD 2 IC3k*inET10K/<7 5>*A/&* CIO. 0 g) 

?h^77-( - ^{b^ : 7* h > = 50 : 1) T* 

IWU @Wfk^7^;l/7 7 Xi LT5. 88g (61%) %tz 0 
MS (m/z) : 295 (M + ) 

5- (2, 4 - mvf77'J V s >- 5 --f 'J x>) y 
2 - y h + i/$Ifi 

5- (2, 4-^t+Vf77 , J^>-5-'f , Jf» yf;i/- 
2-y h + v/^ltiyf^ (629rag)©f^l?--a^M (1:1. 
18. Oil) HS&£6B#F^#&M L*:o M> 7K (36m!) 
MH£2ilKU Tk&gU §£*IL @mb^^i B B aiLT 5 99ng 
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1 3 

(100%) mtzo 

] H NMR (d 6 -DM SO) . 6 : 3. 89 (3H, s) , 7. 31 
(1H, d, J = 8. 8 HO , 7.76 (1H, d d, J = 2. 4, 8. 8Hz) , 

7. 79 (1 H, s) , 7. 89 (1H, d, J =2. 4Hz), 12. 58 (1 H, 

s) , 12. 91 (1 H, b r) 

HfllflJ 6-7 

niters tmrnt iT%2<D4t&ys*ntz 0 
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ma-gas 

2 - 7n 3 - (3-^ h + «>*;l/^-^-4-7;l/tn7x 

5-75; - 2-7fr*n&&mf-A, (4. 12 g) <DU%M:it 
7K^^ (11. 4ml) . *9 J-h C 2 0m 0 . 7-b h > (SOml) rg&K 
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i£-*#M#T. RffiWii- h 'J * A (1. 88 g) £tK (3ml) « 
MIT, ftfc-SVZXTZ&iZoK®-, < ^j&TLfco 
30#&331#L*:&. fc^SrttfU 7*'J;HM^;l/ (13. 3ml) £ 
Un*. ^L<^^L^^t»il^^-^ (225mg)^^a# ! oJn^^ 0 

^x^;u = l0: 1) TlfSSiU Bftft^^ftft'&li: LT3. 48 g 
(45%) #/c 0 

! H NMR (CDC 1 j ) N 5 : 3. 25 ( 1 H, d d , J=7.3, 
14.6Hz), 3.46 (1H, dd, J = 7. 8, 14.2Hz), 3. 75 C 3 H, 

s), 3.93 (3H, s), 4.38 (1H, t. J=7.8Hz), 7.09 
(1H, dd, J=8.8, 10.8Hz), 7.38 (1H, ddd, J = 2. 4, 
4.4, 8. 8 Hz) , 7. 80(1 H, dd, J =2. 4, 6. 3Hz) 

MS (m/z ) : 3 18, 320 (M + ) 

Hfl§fl]9~10 

mmm 8 1 nmz tti 3 ®ft&®*'&iz 0 
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E t' 
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3 4 4 
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3 3 0, 3 3 2 



mmnn 

5- (2, 4 - -^* + Vf77'J 5 --f/U) p< 2 - 

2-7o€-3- (3-^ h + ->*W-;l/-4-7Wo7x 
ynt°t>i^f;l, (1. 22g) ©x*y-/U (40ml) rg&lc 

**** (356mg)^tD^. immmmmmttzo ?*au «bet»«s 

U ££®#jiC7j< (50ml) ^tin^x «#Ttefr&«*** h 'J £ At* 
MtpH8ggiL/;i^ x-x;U (20ml) x n-^*V> (40 
ml) *JPiT*©**10^Mll}fLfco &H£2tKU Tkft&ttil 
L/Co ibnfci^7W5> (10ml) fcjgJBLx 6Nig& (20 
ml) ^to^T8I^P B 1SDMS^L^o tetft> foMcatfflrtiiLfcfcll 
TK^fe^fg^ §Wfb£«l*8ii£ IX 4 03mg (39%) £ 

mtz 0 

l B NMR (d g -DMSO) . 8 : 3. 22 (1 H, d d, J = 
8.3, 14.2Hz), 3.51 (1H, d d, J = 4. 4. 14.2Hz), 4.95 (1H, 
dd, J =4. 4, 8. 3HO . 7. 27(1 H, dd, J = 8. 3, 10.8Hz), 
7.51 (1H, ddd, J = 2. 5. 4.9, 8.3Hz), 7.74 (1H, dd, 
J=2.5, 6.8Hz), 12.05 (1H, s), 13.28 (1H. s) 
MS (m/z ) : 269 (M + ) 
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N — (4 - HJ 7;U^-n^ - 5 - (2, 4 - v?* 

+ Vf 77U 5* > - 5 — -f 'if» ^^;l/-2-^ ^-X>X7 

5- (2, 4-^**vf77'J 5>>-5--f Uf f » 
2 - > h * ->3cJft*R (1. 00 g ) . 4-MJ7;l/tn^ f-;U^ > v> 
^7 5 > (627mg)ODMF ClOml) MlC7^3* >»ffl*U M'£S 
^T->T7 >S^xf;b (615mgk Mxf-/Uy$> ( 3 70mg)£ 
Mils *©*$5*l8HI#Lfco RJ6«***fcfc# % WffitSfe 
HSritSU *ttftttftLBftftM&M&lTl. 31 g (84%) if 
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TmmitzEmt&®iz'& tz 0 210. 0-211. 5 °c 

7C*^*fffi (%) : C 2 oH 15 F 3 N 2 0 4 Silt 

C H N 

ftJMt 55. 04 3.4 6 6.4 2 
£$!lfft 55.30 3. 36 6.4 8 
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* *H NMR (djj -DMSO) N 5 : 2. 86 ( 6 H, s) , 
3.94 (3H, s), 4.38 (2H, d, J=5.9Hz), 6.69 (2H, d, 
J =8. 8Hz), 7. 18 C2 H, d, J =8. 8Hz), 7. 28 CI d, J = 
7.9Hz), 7.74 (1H, d d, J = 2. 2, 7. 9Hz) , 7.78 (1H, s), 
7. 95(1 H, d, J =2. 2Hz), 8. 59 ( 1 H, t, J =5. 9Hz), 12. 
30 (1 H, b r) 
HffeflJ39 

N — (4-h 1 J7;bto>f;K>^;l/) -5 - (2, A-V* 
+ Vf7 VU 5 --f ;U) ^f-;U-2-y h*i"<>X7Z K 

N- (4-h'J7;Woyf;K>i?;l/) - 5- (2, A-V* 
*V?TV U 5 -4 'Jf» y f-;l/- 2 - y h + v^OTTT 

^ K (500ig)£x* / -;U (70ml) CligU 3. Okg/cm 2 

^by^i^ : y */-;u=50 : 1) T?fi!«U iftfb£ 
WZmihtlT 403mg (80%) *§*io C © t>©£i£l!i^;l^ 

176. 0-177. 5 °C 
Ttm&Vrm (%) : C 20 H n Fg N 2 0 4 SiLT 

C H N 

wtnm 54. 79 3. 9 1 6. 39 

mmm 54.75 3: 84 6. 40 

Hftjfl]40~48 
HH^J39<i:^^(c Lti 7 ©{b&^**#*:o 
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50. 00 3. 06 S. 54 

62. 48 S. 24 7. 29 
62. 20 5. 23 7. 30 

52. 86 3. 77 6. 17 
52. 68 3. 80 6. 45 

59. 31 5. 11 6. 92 

59. 24 S. 03 6. 94 

57. 33 4. 46 6. 69 

57. 10 4. 38 6. 89 

60. 33 5. 68 10. 05 
60. 48 5, 66 10. 13 

55. 74 4. 23 6. 19 

55. 65 4. 25 6. 34 

58. 87 4. 71 6. 54 
58. 59 4. 85 6. 72 

56. 85 4. 54 6. 01 
56. 70 4. 44 5. 98 
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